slow in many cases, are, for the most part, sure and safe, I cannot think we are justified in having recourse to remedies such as these arsenical preparations, which are capable of causing such catastrophes as those I have already alluded to. But with a disease such as trypanosomiasis, which is almost certainly fatal unless drastic measures are resorted to, the employment of these remedies is not only justified but is imperatively called for, since the possibility of blindness is better than the certainty of death.
Dr. ALEXANDER FLEMING said that his contribution to the discussion would not deal directly with the treatment of syphilis, but he would try to show in what ways the laboratory worker could help the surgeon in the treatment. In the first place he would deal with the diagnosis of syphilis, for, as Mr. Lane had strongly emphasized, early diagnosis and the early commencement of treatment were most important factors in the successful conduct of the case. In most cases clinical observation was all that was required, but there were always cropping up cases where the signs were not clear, and some further aid was necessary. The laboratory diagnosis of syphilis could be divided into two parts:
(1) Finding the Spirochaeta pallida.
(2) Serum test (Wassermann's reaction). The spirochete was most readily found in the primary stage, and in some of the lesions of the secondary stage, as in the other lesions, either the organism was present in very small numbers or the disease was situated in some inaccessible region. It was in the primary stage, however, that the diagnosis by this method was most valuable, as it was in this stage that the clinical evidence was least convincing. The methods which had been used in the past for finding the organism were: (1) Staining the organisms by one of the various means recommended; and (2) cutting sections of tissues which had been impregnated with silver. These methods had now been practically given up in favour of the two more recent methods, which were now used almost exclusively. These newer methods were the dark-ground condenser and the Chinese-ink methods. The dark-ground condenser had largely been used in the last year or two, and probably it furnished the most accurate knowledge in some cases, as it had the advantage over all other methods that it demonstrated the characteristic movements of the spirochaete. It had the disadvantage, however, that it required a special condenser, which one had to fit into the microscope when one wanted to look for the spirochoete; and that it required a certain amount of skill and experience to be able to get a good picture, so that in the hands of any other than the trained microscopist it was much less convenient than the Chinese-ink method (Burri's method). The technique of this was childishly simple, and it required no special materials except a bottle of Chinese ink (which could be readily obtained at an artist's material shop) and a, microscope. (He then demonstrated the method.) The spirochaetes appeared as clear spirals on a black field, and could be found very rapidly and with great ease. The disadvantage was, that the movements of the organisms could not be seen. By one or other of these methods one could quickly arrive at a definite diagnosis in practically all cases of primary syphilis.
As regards the serum reaction, it was of least value in the primary stage, although even in this stage of the disease positive reactions were obtained in about 65 per cent. of cases. In primary syphilis, then, a negative reaction was of little value in excluding syphilis from the diagnosis, whereas in the later stages a negative result was of almost as great value as a positive. In the secondary stage, out of about 100 cases tested he had found only one, or possibly two, in which a positive reaction had not been obtained. In tertiary and congenital syphilis also the reaction was positive in practically every case. In parasyphilitic affections there was a marked difference between general paralysis, which gave 100 per cent. of positive reactions, and tabes, in which the test only succeeded in 65 per cent. to 70 per cent.
In making these observations he had used, not Wassermann's original method, but a modification which he had demonstrated before the Clinical Section of this Society in May of last year.' This modification was the same in principle as Hecht's method, and as certain objections had been raised to Hecht's method, they would equally apply to the method he (Dr. Fleming) had used. As it was possible that these objections would be brought up later in the discussion, he would briefly allude to them. The chief criticism of the method (which was urged mainly on theoretical grounds) was that it was possible to obtain by it a positive reaction in some cases which were not syphilitic. This objection he thought to be absolutely without foundation. He had tested over 500 persons who were supposed not to have syphilis. Some of these were patients attending the hospital for various diseases; others were workers in the laboratory, and visitors. Of these 500; cases, only some twelve gave positive reactions; and on inquiring into the history of these, facts were elicited which made it probable that there was a syphilitic infection. In no other disease than syphilis had he found positive reactions, with the exception of 3 cases of leprosy and 1 case of trypanosomiasis. Scarlet fever, pneumonia, and various other diseases which have been at times described as giving positive reactions, had all yielded negative results.
Possibly the reason why §ome observers had obtained positive reactions in non-syphilitic cases was that they used either an antigen which was unsuitable for the test, or that they had used the antigen too strong, as by using too strong an antigen it was quite easy to deviate the complement of normal people.
The latest figures, comparing the two methods, are those of Hecht,' which show that of 142 normal people tested, one gave a positive reaction by both Wassermann's and Hecht's method (this man was in all probability a syphilitic who denied infection), while of the cases of known syphilis only one gave a positive reaction with Wassermann's method and failed with Hecht's; whereas 39 failed to show the reaction with Wassermann's technique and gave positive reactions with Hecht's. This showed that the simpler method was also the more delicate.
Mr. McDonagh, in an article in the Lancet,2 recently stated that the probable reason why the test did not come off in every case of florid secondary syphilis was that in heating the serum for half an hour before the test was commenced (as is necessary in Wassermann's method) the complement was converted into complementoid, which possessed the combining properties of complement without its active properties. If this is so, then it placed Wassermann's method at a great disadvantage as compared with Hecht's, in which the serum was not heated.
With regard to the effect of treatment on the Wassermann reaction, there seemed no doubt that treatment by mercury sufficiently energetic, and prolonged for a sufficiently long time, destroyed the serum reaction. If treatment was stopped too early, then after an interval of a few months the reaction would return, but if the treatment was sufficiently prolonged the reaction seemed to disappear for good. The reaction had not been long enough in use for anyone to follow any one case for a sufficient length of time to show that after a long interval the reaction might not return; but from an examination of cases repeatedly at varying times after treatment, it was held that if it did not return within a year after treatment had ceased the case could be regarded as cured.
He had been making observations for some months past on the effect of treatment on the serum reaction, and, as the cases came from different Z Zeitschr. fiir Immunitatsforsch. u. exper. Therap., Jens, 1910 , v, p. 572. 2 Lancet, 1910 sources and had been treated in different ways, he had been in some ways able to compare these different modes of treatment. The number of cases treated by any one method was, however, somewhat limited, so that further work with more cases might modify his conclusions. Three methods mainly had been compared-injections of grey oil, inunction, and oral administration of pills-and they seemed to be efficacious in the order named. In cases treated with grey oil the reaction disappeared in about 40 per cent. after only twelve months' treatment, whereas with pills half the cases tested after three years' treatment still gave a positive reaction.
He (Dr. Fleming) suggested that in the treatment of syphilis the surgeon should continue the administration of mercury for such a period as he thought advisable, and after a short interval, during which no mercury was taken, the reaction should be taken. Should this prove positive, then treatment should be recommenced; but should it prove negative, the serum test should be repeated after an interval of six months or a year. Should this again prove negative, then the case might be regarded as cured, although, if the patient wanted further reassuring, the test might be repeated at long intervals.
Major H. C. FRENCH, R.A.M.C., wrote as follows: Our position in regard to the treatment of syphilis is, I am afraid, too often influenced, unless the cases are in hospital, by the convenience of this or that individual. To treat syphilis adequately, and so keep the disease under effectual control, it appears to be absolutely essential to recognize it in the earlier and more remediable stages. If the Spirochawta pallida is demonstrated, or if the classical sign of induration exists in the chancre and in the adjacent lymphatic glands, we should, I consider, vigorously attack the disease by judicious mercurial treatment. The Wassermann serum test cannot be implicitly relied on in the primary stage. I do not agree with those persons who counsel a waiting policy in all cases until the rash is present. The rasb, in my experience, does not, as a rule, appear until fourteen to sixteen weeks from the date of exposure to contagio'n. Delay for this period in commencing treatment is unjustifiable in probably 90 per cent. of cases, and markedly aggravates the disease. In a small minority, however, where induration of the chancre and discretely enlarged lymphatic glands are not marked, we must perforce wait for more definite evidence, such as rash, &c.
A course of mercurial treatment before the date-of onset of rash is, I consider, worth two courseq later as regards the ultimate beneficial
